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II Priority 
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International application No. 


WRITTEN OPINION 


PCT/US97/21054 



I. Basis of the opinion 

1 This opinion has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an 
invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain 
amendments.; 

fxl the international appltcation as originally filed 



□ the description, pages 
pages 
pages 



as originally filed 
filed with the demand 
, filed with the letter of 



□ the claims Nos. 

Nos. 
Nos 

Nos. 



as originally filed 

as amended under Article 19 

. filed with the demand 

. filed with the letter of 



□ the drawings, sheets / fig. 

sheets / fig. 
sheets / fig. 



as originally filed 
filed with the demand 
. filed with the lettef of 



2. The amendments have resulted in the cancellation of: 

□ the description pages: 

□ the claims. Nos 

D the drawings, sheets / fig. 



3 □ This opinion has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed (Rule 70 2 (c)). 



4 Additional observations if necessary 



— PC T 'PEA408WP .jnuarv 1&941 sho«t 1 









International application No. 


WRITTEN OPINION 


PCT/US97/21054 



V. Reasoned statement under Rule 66.2(aXii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1 Statement 

Novetty Claims 

Claims 

Inventive Step Claims 

Claims 

IndustnaJ Applicability Claims 

Claims 



2. Citations and Explanations 

2.1 CITATIONS 

Reference is made to the following documents: 

D1 : WO- A- 96/1 441 1 , University of California 

D2: J. Glaucoma, 4, 1995, 354- 369, Abbot F. Clark 

D3: J. Biol. Chem., 271, 4- 1996, 9550-9559, Oakley et al. 



2.2 NOVELTY (Art. 33(2) PCT) 

2.2.1 The present application does satisfy the criterion set forth in Article 33(2) PCT because the 
subject- matter of Claims 1- 5 is new in respect of prior art as defined in the regulations 
(Rule 64(1)- (3) PCT). 



2.3 INVENTIVE STEP (Art. 33(3) PCT) 

2.3.1 Document D1 is considered to represent the most relevant state of the art and discloses 
a method for diagnosing glaucoma which comprises detecting aberrant expression or 
mutations (defects) of the trabecular meshwork induced glucocorticoid response (TIGR) 
gene (cf claims 9 and 33). The subject- matter of claim 1 differs in that diagnosis is based 
on the p isoform of the glucocorticoid receptor (GRP). 



Form PCT'IPE A/408 Sox VI 'January !994) sMeet r 





r # 






International application No. 


WRITTEN OPINION 


PCT/US97/21054 



2.3.2 The problem to be solved by the present invention may therefore be regarded as providing 
alternative ways for the detection of glaucoma. The solution would be basing a diagnostic 
method on the detection of abnormal expression or mutations of the GFtp gene. 

2.3.3 The relationship between glucocorticoid (receptors) and glaucoma (see review in D2, 
specially from page 359 onwards) and the existence of the p isoform of the glucocorticoid 
receptor (D3) where known. There is however no indication at all that GRp could be related 
in anyway to glaucoma occurrence and therefore the diagnostic use of it could not have 
been anticipated and claims 1- 5 involve an inventive step (Art. 33(3) PCT). 

(NOTE: the IPEA has made the assumption that TIGR is not the same protein as GRp.) 
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International application No. 

PCT/US97/21054 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 

1 Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art disclosed 
in document D1 is not mentioned in the description, nor is this document identified therein. 

2 If amendments are filed, it should be by way of replacement pages in the manner 
stipulated by Rule 66.8(a) PCT. In particular, fair copies of the amendments should be filed 
preferably in triplicate. Moreover, the applicant's attention is drawn to the fact that, as a 
consequence of Rule 66.8(a) PCT the examiner is not permitted to carry out any 
amendments under the PCT procedure, however minor these may be. 

3 In order to facilitate the examination of the conformity of the amended application with the 
requirements of Article 34(2)(b) PCT, the applicant is requested to clearly identify the 
amendments carried out, no matter whether they concern amendments by addition, re- 
placement or deletion, and to indicate the passages of the application as filed on which 
these amendments are based (see also Rule 66.8(a) PCT). If the applicant regards it as 
appropriate these indications could be submitted in handwritten form on a copy of the 
relevant parts of the application as filed. 

4 The applicant is requested to note that in accordance with Rule 66.4 (a) PCT the issuance 
of an additional Written Opinion (WO) is facultative. Moreover, as the final action in the 
PCT procedure is an International Preliminary Examination Report (IPER) and not a 
decision, a violation of the right to be heard cannot exist. The applicant can not therefore 
rely on obtaining a second WO before the IPER is issued and is requested to answer this 
first WO in a complete manner. 
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VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully supported by 
the description are made: 

The claims are not clear because the term GR(P) is ambiguous. It should be substituted by the 
complete name as defined in the description. 
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CHAPTER II 



Re: PCT Application No. PCT/US 9 7 / 2 1054 

European Patent Application No. 97.947569.6 
CLARK Abbot F. et al . 

Ref . : 1581F PCT 



This is in response to the written opinion dated September 16, 
1998. 

It is noted with pleasure that novelty, inventive step and 
industrial applicability of the claims presently on file could 
be acknowledged. 

In order to comply with the suggestion of the International 
Preliminary Examining Authority a slightly amended set of 
claims is submitted in triplicate. 

In claim 1 the complete name of GR/5 as originally disclosed on 
page 2, lines 10 and 11 of the specification has been included 
intot he claim. 



Moreover, a new 
wherein document 
been duly acknowl 



page 
Dl as 
edged . 



la of the 
ment ioned 



specification is submitted 
in the written opinion has 



Since all objections have been complied with the early issuance 
of a favourable Preliminary Examination report is earnestly 
solicited . 



gez. Dr. G. Keller 



Encl . 

set of claims, 3-fold 

page la of specification, 3-fold 
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(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consists of a total of 1— sheets. 
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I [X] Basis of the report 
II Q^j Priority 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US97/21054 



I. Basis of the report 



1 This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an 
invitation under Article 14 are referred to in this report as "originally filed' and are not annexed to the report since they do not contain 
amendments.) 

□ the international application as originally filed 



03 the description, pages 
pages 
pages 



1 and 2 



1a 



. as originally filed 

. filed with the demand 

. filed with the letter of 



14.12.98 



[xj the claims. Nos. 

Nos. 
Nos. 
Nos. 



1-5 



as originally filed 
. as amended under Article 19 

filed with the demand 
. filed with the letter of 



14.12.98 



□ the drawings, sheets / fig. 

sheets / fig. 
sheets / fig. 



. as originally filed 

. filed with the demand 

. filed with the letter of 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims. Nos. 

□ the drawings, sheets / fig. 



3 □ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed (Rule 70.2 (c)). 



4 Additional observations, if necessary: 
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International application No. 
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V. 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; citations 




and explanations supporting such statement 




1 . Statement 






Novelty Claims 1 -5 


YES 




Claims 


NO 




Inventive Step Claims 1 -5 


YES 




Claims 


NO 




Industrial Applicability Claims 1 -5 


YES 




Claims 


NO 


2. Citations and Explanations 




2.1 


CITATIONS 






Reference is made to the following documents: 




D1: 


WO-A-96/1441 1 , University of California 




D2: 


J. Glaucoma, 4, 1995, 354-369, Abbot F. Clark 




D3: 


J. Biol. Chem., 271, 4-1996, 9550-9559, Oakley et al. 




2.2 


NOVELTY (Art. 33(2) PCT) 





2.2.1 The present application does satisfy the criterion set forth in Article 33(2) PCT because the 
subject-matter of Claims 1-5 is new in respect of prior art as defined in the regulations 
(Rule 64(1 )-(3) PCT). 



2.3 INVFNTIVE STEP (Art. 33(3) PCT) 

2.3.1 Document D1 is considered to represent the most relevant state of the art and discloses 
a method for diagnosing glaucoma which comprises detecting aberrant expression or 
mutations (defects) of the trabecular meshwork induced glucocorticoid response (TIGR) 
gene (cf claims 9 and 33). The subject-matter of claim 1 differs in that diagnosis is based 
on the 3 isoform of the glucocorticoid receptor (GR3). 
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2 3.2 The problem to be solved by the present invention may therefore be regarded as providing 
alternative ways for the detection of glaucoma. The solution would be basing a diagnostic 
method on the detection of abnormal expression or mutations of the GRp gene. 

2.3.3 The relationship between glucocorticoid (receptors) and glaucoma (see review in D2, 
specially from page 359 onwards) and the existence of the p isoform of the glucocorticoid 
receptor (D3) where known. There is however no indication at all that GRp could be related 
in any way to glaucoma occurrence and therefore the diagnostic use of it could not have 
been anticipated and claims 1-5 involve an inventive step (Art. 33(3) PCT). 

(NOTE: the IPEA has made the assumption that TIGR is not the same protein as GRp.) 
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WO 96/144 11 discloses a method for diagnosing glaucoma in a 
patient which comprises determining whether the amount of a 
trabecular meshwork induced glucocorticoid response protein 
present in the trabecular meshwork of an eye of a patient 
exceeds the amount of that trabecular meshwork induced 
glucocorticoid response protein present in the trabecular 
meshwork of an eye of an individual who is not suffering from 
glaucoma, wherein the detection of an excessive amount of the 
trabecular meshwork induced glucocorticoid response protein is 
indicative of Glaucoma. 
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